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II. Request for Reconsideration of Restriction Requirement 

Under 37 C.F.R. §1 .499, Applicants respectfully traverse the restriction requirement 
dated April 11, 2007, and further request reconsideration of the restriction requirement. 



The Examiner restricted the invention as follows: 



Group I 


Claims 1-40, 48-49 and 

64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 

cue IlUl Ul uU LlsJl, LHJiilcllii a, lid ^.xJKl^f y\. id i>Xv.^j 

Y is absent, CR6R6 or CI -4 alkylene and Z is 0 
or S. 


Group II 


Claims 1-40,48-49 and 

AA 
04-00 


Drawn to compounds, compositions, processes 

anu mcuiuud ui runiiuia i wncrcin iv, jv aiiu iv 

are not or do not contain a het group, X is 0 or 
S, Y is absent, CR6R6 or CI -4 alkylene and Z 
is O or S. 


OrOUp 111 


Plaimc 1 ACi Afl AQ 5inH 
Iw/lalmS 1-HU, Ho-Hy anu 

64-66 


and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is 
alkylene, Y is absent, CR6R6 or CI -4 alkylene 
and Z is O or S. 


Group IV 


Claims 1-40, 48-49 and 
64-66 


Drawn to compoxmds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is NR5, 
Y is NR6, and Z is O or S. 


Group V 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is NR5, 
Y is O and Z is O or S. 


Group VI 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is NR5, 
Y is NR6 and Z is NR7. 


Group Vn 


Claims 1-40, 48-49 and 

64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is NR5, 
YisOandZisNR?. 
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Group Vm 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is 0 or 
S, Y is NR6 and Z is 0 or S. 


Group IX 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is O or 
S, Y is NR6 and Z is NR7. 


Group X 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is 
alkylene, Y is 0 and Z is 0 or S. 


Group XI 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is CI -4 
alkylene, Y is 0 and Z is NR7. 


Group XII 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is CI -4 
alkylene, Y is NR6 and Z is O or S. 


Group Xm 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is CI -4 
alkylene, Y is NR6 and Z is NR7. 


Group XrV 


Claims 1-40, 48-49 and 

64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group, X is CI -4 
alkylene, Y is absent, CR6R6 or CI -4 alkylene 
and Z is 0 or S. 


Group XV 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Fomiula I wherein R, R' and R" 
are not or do not contain a het group, X is G 1-4 
alkylene, Y is absent, CR6R6 or CI -4 alkylene 
and Z is NR7. 


Group XVI 


Claims 1-40, 48-49 and 
64-66 


Drawn to compounds, compositions, processes 
and methods of Formula I wherein R, R' and R" 
are not or do not contain a het group and X, Y 
and Z is combination not covered by any of the 
above groups. 
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/"^ *Vr^ 7TT 

Groups XVII - 
Groups XXXn 


Claims 17-32 


L/Oixespona to tne aoove i o groups except inai 
now in each instance R, R' and R" are het or 
can contain het. 


Group XXXIII 


Claims 58-60 


Drawn to an assay. 


Group XXXIV 


Claims 62-63 


Drawn to a method which depend from a 
cancelled claim 61. 



The present application is a national stage application based on its corresponding PCT 
application WO 03/082868. For national stage applications filed under 35 U.S.C. 371, U.S 
Examiners are required to apply the rules pertinent to PCT practice. See 37 C.F.R. §1.499 and 
MPEP 1893.03(d). Specifically, MPEP 1893.03(d) recites that "Examiners are reminded that 
unity of invention (not restriction) practice is applicable in international applications (both 
Chapter I and II) and in national stage applications submitted under 35 U.S.C. 371." 

The Office Action alleges that Groups 1-34 do not relate to a single general inventive 
concept imder PCT Rule 13.1 because they lack the same or corresponding special technical 
features. Specifically, the Office Action alleges that the compounds of the claimed invention 
"fail to meet the definition of a Markush Group since they do not possess a substantial common 
core and the core does not present a novel feature over the prior art." Significantly, however, the 
Office Action does not reference any support for this allegation. Furthermore, in the 
Intemational Search Report for WO 03/082868 (see attached) which the present application is 
based on, the novelty of the general formula of the present invention is specifically 
acknowledged and no lack of unity is observed. 

Under PCT Rule 13.2, "the requirement of a technical interrelationship and the same or 
corresponding special technical features shall be considered to be met when the altematives are 
of a similar nature." See MPEP 1 850, More specifically, "[w]hen the Markush grouping is for 
altematives of chemical compounds, they shall be regarded as being of a similar nature where the 
following criteria are fiilfiUed: 

(A) All altematives have a common property or activity; and 
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(B) (1) A common structure is present, i.e., a significant structural element is shared by all of the 
altematives; or 

(B) (2) In cases where the common structure cannot be the unifying criteria, all altematives 
belong to a recognized class of chemical compounds in the art to which the invention pertains." 

SeeMPEP 1850. 

Applicants respectfully submit that the above unity of invention requirement is clearly 
met by the compounds of the claimed invention. First, all the altematives of chemical 
compounds within the Markush group possess a common property, i.e., as inhibitors of c-Jun N- 
terminal kinases. Second, a conmion core structure - lH-pyrrolo[2,3-b]pyridine - is present 
within the Markush group, which is a significant structural element shared by all of the 
altematives. 

The Office Action points out that the instant claims are directed to various species of the 
generic invention, such as het, non-het, amino, nitrile, amides, esters, etc. However, tiie MPEP 
especially cautions that "[t]he fact that the altematives of a Markush grouping can be differently 
classified should not, taken alone, be considered to be justification for a finding of a lack of unity 
of invention." SeeMPEP 1850. 

Accordingly, for the reasons stated above. Applicants submit that the restriction on the 
compound claims (Groups 1-32) is improper and should be withdrawn. 

The Office Action fiirther alleges that the additional assay method and other method "do 
not fall into any of the five permissible combinations." Applicants respectfully disagree with the 
allegation. Although Group 33 is drawn to an assay and Group 34 is drawn to a method of 
inhibiting JNK, both Groups 33 and 44 involve a single unity of invention, i.e., inhibiting c-Jun 
N-terminal kinases. Moreover, as Applicants pointed out above, no lack of unity is observed in 
the Intemational Search Report for WO 03/082868 which the present appUcation is based on. 

Thus, Applicants respectfully submit that the thirty-four way restriction is improper and 
should be withdrawn. 
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III. Proposed Restriction Requirement 

Applicants respectfully submit that Groups 1-32 as identified by the Examiner are in 
unity under PCX Rules 13.1 and 13.2 and therefore should be combined. 

IV. Response to Restriction Requirement and Election of Species 

Applicants provisionally elect Group I, with traverse. In response to the election of 
species requirement, Applicants elect the third compound appearing in Table 1 on page 42 of the 
application, as shown below: 




Applicants respectfully submit that they are entitled to consideration of claims to 
additional species which depend from or otherwise require all the Umitations of an allowable 
generic claim. 
V. Conclusion 

Applicants respectfully request that the restriction requirement be withdrawn and/or 
Applicant's proposed restriction requirement be allowed. 

An early and favorable consideration and allowance of the pending claims is respectfully 

requested. 



Respectfully submitted. 




Henry H. Gu 
Registration No. 55,227 



Dated: June 7, 2007 

Wilmer Cutler Pickering Hale and Dorr LLP 
60 State Street 
Boston, MA 02109 
Phone: (61 7) 526-6652 



USlDOCS6209602v2 
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INTERNATIONAL SEARCH REPORT 



Interracial Applteation No 

PCT/GB 03/0U12 



A. CLASS/nCATION OF SUBJECT MATTER 

IPC 7 C07D471/04 A61K31/437 A61P25/16 



A61P25/28 



Accorel&ig to international Patent Classificatfon (CPC) orto both naKonal classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classmcatlon system followed by classification symbols) 

IPC 7 C07D A61K A61P 



Documenlallon searched other than minimum documentation to tha extent that such documents are Included In the fields searched 



Electronic data base oonsulted during the intematkinal search (name of data liase and, where pracUcai search terms used) 

EPO-Internal , WPI Data, PAJ, BEILSTEIN Data, CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to daim No. 



wo 01 47922 A (DEPRETS STEPHANIE; LAI 
JUSTINE YEUN QUAI (GB); MORLEY ANDREW 
DAVID) 5 July 2001 (2001-07-05) 
Abstract; page 158; claims 1-66. 

WO 99 20624 A (HOFFMANN LA ROCHE) 

29 April 1999 (1999-04-29) 

Abstract; claims 1-19; pages 21-28, 30-31 

UO 00 64872 A (SALITURO FRANCESCO GERALD; 
BEMIS GUY W (US); VERTEX PHARMA (US); W) 
2 November 2000 (2000-11-02) 
Abstract; claims 1-13. 

-/-- 



1-63 



1-63 



1-63 



Further documents are listed In the continuation of box C. 



m 



Patent famOy members are listed in annex. 



* Special categories of cited documents : 

'A' document defining the general state of the art which Is not 
considered to be of particular relevance 

*E' earlier document but published on or after the international 
fiing date 

'L* document which may throw doubts on prbrity cla1m(s) or 
wh)ch is cited to estabfish the publication date of another 
citation or other special reason (as specffied) 

*0' document referring to an oral disclosure, use, exhibition or 
other means 



'P' document published prior to the International filing date but 
later than the priority date claimed 



'T* later document published after the Intematlonal tiling date 
or priority dale and not in conflict with the application but 
cited to understand the principle or theory underlying the 
Invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot tQ considered to 
Involve an Inventive step when the document is talcen alone 

'Y" document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document Is combined with one or more other such docu- 
ments, such oombinallon being ofavbus to a person skilled 

^ the art 

document member of the same patent family 



Oats of the actual completion of the Intematlonal search 



20 May 2003 



Date of malUng of the international search report 



30/05/2003 



Name and mailing address of the ISA 

European Patent Office, P,B. 5616 Patentlaan 2 
NL-2280HVF)iJswijlc 
TeL (431-70) 34(K2040,Tx. 31 651 epo n). 
Fax: (•fdl-TO) 340-3016 



Authorized officer 



Welsbrod, T 



Form PCr/rSA/210 (saecnd sheet) 0Uly 1992} 
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Inten^^ial AppHcaUon No 

PCT/GB 03/01112 


C.(ContlnuaUon) DOCUMENTS CONSIDERED TO BE RELEVANT 


Categoiy* 


Citation or document, with lndlcation»where appropiiale; of the relevant passages 


Relevant to clalin ^to. 


A 


HARPER S J ET AL: "INHIBITORS OF THE JNK 

SIGNALING PATHWAY" 

DRUGS OF THE FUTURE, BARCELONA, ES, 

vol. 26, no. 10, October 2001 (2001-10), 

pages 957-973, XP0G8008533 

ISSN: 0377-8282 

the whole document 

• 


1-63 
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International Application NO. PCT/fiB 03 /)1112 



FURTHER INFORMATION CONTINUED FROM POT/ISA/ 2X0 



Continuation of Box 1.2 
Claims Nos.: 1,17 (part) 



The scope of the claims 1 and 2, In as far as the expressions 
"pharmaceutical ly acceptable biohydrolyzable derivatives", "affinity 
reagents" and "prodrugs" are concerned is so unclear (Article 6 PCT) that 
a meaningful International Search is impossible with regard to these 
expressions. Nevertheless, the search was complete for esters, amides, 
carbamates, carbonates and ureides of compounds (I). 

The appl leant *s attention is drawn to the fact that claims, or parts of 
claims, relating to Inventions In respect of which no International 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 



ImMational application No. 

PCT/GB 03/01112 



Box i Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

Thid Intematlonat Search Report has not been established in respect of certain claims under Article 1 7(2)(a) for the following reasons: 

1. [Yj Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claims 41-49 and 61-63 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. Pn Claims Nos.: (part) 

— because they relate to parts of the International Application that do not comply with the prescribed requlremenis to such 
an extant ttiat no meaningful International Search can be carried out specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3 I I claims Ivlos * 

— because they are dependent claims and are not drafted In accordance wltt the second and third sentences of Rule 6.4(a). 
Box 11 Observations where unity of invention Is lacking (Continuation of item 2 of first shee^ 

This International Searching Authority found multiple Inventions in this intamational application, as follows: 



1 . I I As all required additional search fees were timely paid l3y the applicant this international Search Report covers ail 
' — ' searchable claims. 

2. rn As all searchable claims could be searched without effort justifying an additional fee. this Authority dW not Invite payment 

of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this Intamational Search Report 
' — ' covers only those claims for which fees were paid, speclficaliy claims Nos.: 



4. rj No required additional search fees were timely paid by the applicant. Consequently, this intematicndt Search Report Is 
— restricted to the invention first mentioned in the claims; It is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the appDcanf s protest. 

I [ No protest accompanied the payment of additional search fees. 
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